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Annals of Intemmal Medicine

THE LITERATURE OF MEDICINE = 1 MARCH 1987

The Medical Review Article: State of the Science

CYNTHIA D. MULROW, M.D., M.Sc



Task Description Classification
1. formulate Decide on the research question of the
review guestion review.
1 1
2. find previous Search for SR that answers the same
SR question.
¥ preparation
3. write the Provide an objective, reproducible,
protocol sound methodology for peer review.
B
4. devise search | Decide on databases and keywords to
strategy find all relevant trials.
P! T
5. search Aim to find all relevant citations even if
: many irrelevant ones included.
I ]
— 6. de-duplicate Remove identical citations.

7. screen Based on titles and abstracts, remove
abstracts definitely-irrelevant trials.

8. obtain full Download, request copies from authors,
text inter-library loans, etc.

9. screen full . .
t:xt Exclude irrelevant trials.

Follow citations from included trials to

10. snowball (henh drolas B
+

appraisal

Bl Extract outcome nufﬂbers and associate
with trial arm.
P ]
12. synthesize Convert extracted data to common
data representation (usually average and SD). )
I _ synthesis
| [ 13.re-check Repeat the search to find new literature
literature published since the initial search.
s
e Statistically c_ombme th(_e results from all
included trials.
¥ |
15. write up Produce and publish the final report. write-up
review

Figure 1 Existing methods for systematic reviews follow these steps with some variations. Not all systematic reviews follow all steps. This
process typically takes between 12 and 24 months. Adapted from the Cochrane [10] and CREBP [11] Manuals for systematic reviews. SR
systematic review, SD standard deviation.

L.

Tsafnat et al. Systematic Reviews 2014, 3:74
httpy//www.systematicreviewsjournal.com/content/3/1/74
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Challenges

Inefficiency

Poor quality

Lack of capacity

Lack of investment in information technology

Inaccessibility

o kA b=

Obsolescence

Better informed health care through better clinical guidelines: NHMRC Draft Discussion Paper, November 2015
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Time from protocol to SR publication
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Proportion of Studies Unpublished
04
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Tricco, PLoS ONE 2008; 3:e3684
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Time from study to systematic review
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Elliott JH, Turner T, Clavisi O, Thomas J, et al. (2014) PLoS Med 11(2): €1001603.
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Survival of systematic review accuracy
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Shojania et al, Ann Intern Med. 2007;147(4):224-233.
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Health evidence trade-off

Quality

Currency



+ AllTrials

EUROPEAN MEDICINES AGENCY

SCIEMNOCE MEDICIMNES HEALTH

Opening up clinical data on new medicines

As a first step, EMA is publishing today data for two medicines, representing
approximately 260,000 pages of information for over 100 clinical reports, Data will be
progressively added online for all applications concerned since the policy entered into
force. This will be a Iearning curve for the Agenc'f and all its stakeholders, as they start

As a first step, EMA is publishing today data for two medicines, representing
approximately 260,000 pages of information for over 100 clinical reports.

Once the process is fully implemented and the backlog has been dealt with, EMA aims
to publish the reports 60 days after a decision on an application has been taken, or
within 150 days after the receipt of the withdrawal letter. EMA is committed to these
timelines. However, given the valume of work in publishing these reports, which will
have to be undertaken with existing resources, EMA may need to re-assess their
feasibility. According to current forecasts, EMA expects to offer access to approximately
4,500 clinical reports per year.




STRUCTURED DATA UNSTRUCTURED DATA

TYPES OF DATA | ] |A
Electronic 1| Medication 2 Medication Medication taken
pill dispensers prescribed instructions
1 o Diaries
Medication st Medication filled Dose Route Allergies Herbal remedies
I 1 I .
) s Alternative
NDC RxNorm O”;X%L Iﬁasoecsket therq pies
Demographics o HL7 Il a'?
‘.' " | =
Encounters g Employee sick days Visit type and time Chief complaint 2
Diagnoses Death records SNOMED  ICD-9 Different_ial @
; : gt d|agq05|§. =
Procedures CPT Icn-9 - %-
: ; T HOME S
{ PERSONAL | | TReaTMENTS, | ||L@INC Fathology, .- =
Diagnostics (ordered) | HEALTH { MONITORS. histology ! REPORT =y
! RECORDS i b e ECG Radiology | B L S
. . | Lab values, % ITRACINGS: / &
Diagnostics (results) 3 vital signs %3 IMAGES & '= . S
Genetics i PATIENTS §{ 23andMe.com SNPs, arrays "-._‘:~-':::::::::::-'-"'" : §
Social hi i LIKEME.COM ; . R } ; :
ocial history : i Policerecords Tobacco/alcohol use DIGITAL 7 ™ { BLOGS ' g
il hi ': ; fCLINICAL 7 : - |
Family history Ancestry.com ey - i NOTESﬂ _____ | ] =)
Symptoms :"-. i Indirect from OTC purchases ;"PHYSHCAL - il TWEETS =
Lifestyle ; ' Fitness club memberships, i C&EF?[')T :-.EXAWN_AT'ON?:' [ )
y grocery store purchases 3 ; R | :
Socioeconomic Census records, Zillow, LinkedIn l"PURCHASE-%'H 1 {i_PAPER /1~ FACEBOOK i
: : ! i ‘-J_CLINICAI.:.-" POSTINGS ¢
Social network Faceboolt friends, Twitter hashtags "-.[‘JOTES_.-" i
Environment Climate, weather, public health databases, f """ - :
HealthMap.org, GIS maps, EPA, phone GPS News feeds v
<€ —— , — ————— >
Probabilistic linkage to validate existing data or fill in missing data
Examples of biomedical data Ability to link data to an individual Data quantity

Health care center (electronic
Pharmacy data I health record) data
m Harder to link to individuals

I:l Claims data Reqistry or clinical trial data ‘ """"""""""""""" '

- m Easier to link to individuals l """"""""""""""" '

m Only aggregate data exists
Data outside of health care system More Less

Weber, Mandl, Kohane. JAMA. 2014;311 (24):2479-2480




ILLUSTRATIONS BY DAVID PARKINS
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Elliott JH, Griwshaw J, Altman R, et al. Make sense of health data. Nature 2015;527(7576):31-32
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Breaking the health evidence trade-off
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Currency >
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Living Evidence

Synthesise evidence
Systematic reviews, health technology
assessments, rapid reviews

Produce evidence
Health services research, cbservatior
studies, commuity trials

3-10 years

Evaluate and improve practice
Routine data systems, population
datasets, evaluation studies

m

-~

Disseminate evidence to decision makers
Public health and clinical guidelines, policy briefs,
standards, decision support systems

Disseminate evidence to
consumers and patients
Consumer health information, patient
decision aids, advocacy and
policy briefs

Implement evidence
Knowledge translation activities,
policy and practice change
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new software ecosystem
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4 7p @ (3 Screening on Title and Abstract

EXCLUDE on date | inis
EXCLUDE on target group |Infs
EXCLUDE on intervention | infs |
EXCLUDE on evidence | infa|
EXCLUDE on country | fshs |
INCLUDE for second opinion | iefs |
INCLUDE on abstract | infa
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+ L © (3 Demo keywording toct

+ 1 © (5 Demo data extraction tool
» A @ . aliocation sets

» 1 © . Retrieval status

+ 1@ / Report sets

» A ©  items for Webdatabase

magicen

Recently published public guidelines

Improving patient care through guidelines. evidence summaries
and decision aids that we can all trust, use and share

A non-profit authoring and publication platform helping you put best current evidence into practice

| Citation details st decumert | Reference Search | Coding record | Linked records (¢
L T

Title | The effectiveness of various models of primary care-based follow-up after stroke: A system.

am;umn;muml;amr;&nm;mi Item IDs Internal: 1738926 Impo

Manth |J¢mm- | Pubtype | Jourmal, Article
Year |2011 Incuded?
Abstract | Aim: To ically review studies ing fhectn of of follow-up in pra

{physscal, psychologecal, social functioning, or quality of life) for sunivors of stroke and thesr caregive
| cause of disability globally. Current UK policy calls for 8 primary care-based review of hesithcare and «
six months after hospital discharge and then annually. Methods: Trials meeting the pre-defined inclusi
systematsc searching of electronic databases. Data d by two i s
McMaster University Quality Assessment Toel, Findings: Mine randomised controlled trials that met the
These studies included interventions using stroke support workers, care cocrdinators or case manager
the studies was vanable, and models of care i x working .
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Project Transform
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Textmining Machinelearning

Deriving high-quality Models that learn from data to
information from text make predictions or decisions
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Study 1 Effectiveness of asthma self-care interventions: a systematic review

Study 2 Effectiveness of a self-monitoring asthma intervention: an RCT

RCT?
0 1 1 |1 1 1 1 0 0 0
1 1 1 0 0 0 1 1 1
Effectiveness asthma | self care | interventions | systematic review | monitoring | intervention | RCT
1 1 0 0 0 0 0 0 0 1

W

93%
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Study type classification:
RCT classifier I\

* Trained on 400,000 classifications by | k___-.»%

the Crowd; calibrated on 49,000

studies in McMaster ‘Hedges’ dataset;

ROC Curve

tested against all included studies in
Cochrane reviews (94,000) K

08H

* Provides a score for each citation (0-
100)

* Recall 0f 99.8%

0.4

0.2

* Generalises across reviews

False positive rate
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Deployed

() CRs web (online) x4+ - x

&« — O | crsdemo.metaxis.com/index.php#Search Tff | = :f. @

Search Simple MeSH C\aEFer Saved Tracking J COChrane Register of Studies Anna Noel-Storr [DEMENTIA] | logout
ClaSSIﬁer sea rch i Dashboard | Records = Import Jourmnals CTGOV  Reports  Tode

Search Layoutl Layout2 Layout3 Layoutd Deduplication ~ Newreference Mewstudy Users Help
Records that have been through the classifier

have probabilities assigned to them to Search results Export  Find and replace Addto.. Remove Add to marked
indicate how likely they are to have certain

properties, like whether they are of interest to Lo (399 records) Page 1of8 & < > B

a review group, or whether they are likely to
be an RCT. Choose the classifier model you

# Title Author

L
are interested in, set the model parameters | Cognitive effects of treating obstructive sleep apnea in Alzheimer's disease: a randomized controlled study Ancoli-Israel S /f Palmer BW // Cooke
and click Search to find the records ] Efficacy of galantamine in probable vascular dementia and Alzheimer's disease combined with cerebrovascular disease: a rando... Erkinjuntti T // Kurz A // Gauthier S //
O ] Donepezil improved memory in multiple sclerosis in a randomized clinical trial Krupp LB // Christodoulou C // Melvil
RCT
| _ Arandomized, 26-week, double-blind, placebo-controlled trial to evaluate the safety and efficacy of galantamine in the treatme... AuchusA
300,000 ] A24-week, double-blind, placebo-controlled trial of donepezil in patients with Alzheimer's disease. Doneperzil Study Group Rogers SL // Farlow MR // Doody RS /,
» 1 n A Controlled. Double-Blind. Randomized Pilot Clinical Trial of Hvdroxvsafflor Yellow a on Coenitive Function in Patients With Vas... TianJ
3 240.000
c
3 Record 2
% 180,000
ug Fields | Duplicates | Links = Reviews | Classifier | Files | Audit < >
« 120,000
'E The bar chart below shows the classifier scores for this record. Scores are presented in the range 0 -1 00 where higher scores mean a higher likelihood that the record is of interest to the group. You can tell
g 50.000 a group about this record if it doesn't already have it in it's segment by clicking the bar for that group.
B In register Insegment [l Notinsegment Ti] Notrelevantto my group
0
20 40 60 80 100 i . . . . .
Score There is a 99% likelihood that this record is an RCT [Confirm this is not an RCT] [Confirm this is an RCT]
Approximately 32129 records that are
between 99 and 100 percent likely to be of 100 39
interest
20 73
Search
You can find your records that are currently 20 37
. . B 29
being processed by the classifier by seaching 23 1
for INPROCESS:CLASSIFIER 20 18 = 11 1 1 10 s
& & $ & & & 2 S - 2 & & *
Q‘o“‘\ & \s\@\% © N v‘\? (5)%\ & ud\g\ (.,C??‘
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@ Systematic Review Accelerator

@ Dashboard @ Help
Q Polyglot Search

e2 SRA-Helper Help Topics

#% RevMan Replicant
Importing / Exporting Libraries

W My libraries v

DeDuplicator
#~ Library tools v

DeDuplicator (Offline)
© Help v

Word Frequency Analyser

# Recommended Tools
Polyglot Search Syntax Translator

% Whats new
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[
You can make a difference

Become a Cochrane citizen scientist. Anyone can join our collaborative volunteer effort to help

categorise and summarise healthcare evidence so that we can make better healthcare decisions.

crowd.cochrane.org
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Micro-training modules

Treatments Anecdotes Expert opinion The role of Comparing like The role of Size matters
can harm are alone is not comparison with like blinding
unreliable enough
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Is this an RCT?

The efficacy of internet-based cognitive behavioral therapy for insomnia. [Chinese] _gf' a'
[609918800] LS
Objective To evaluate the effectiveness of internet-based cognitive behavioral therapy (ICBT) for the RCT/CCT

treatment of insomnia by comparison of sleep parameters, degrees of anxiety and depression of the
ICBT, with traditional face-to-face cognitive behavioral therapy (CBT) and pharmacotherapy for
insomnia. Methods Seventy-nine cases meeting proposed DSM-5 criteria for insomnia disorder were Reject
randomly assigned to ICBT (n=27), CBT (n=26), and pharmacotherapy (n=26) group, and treated
accordingly for 8 consecutive weeks. The sleep parameters, the levels of anxiety and depression in the

3 groups were compared and analyzed before, 4 weeks after and the termination of treatment.

Unsure
Results Comparing to that of pre-treatment, the sleep parameters were significantly improved,
anxiety and depression levels obviously decreased after treatment for 4 and 8 consecutive weeks, the
differences were statistically significant (P<0.05). After treatment for 4 consecutive weeks, the sleep Help me decide

latency, total asleep time and wake time after sleep were significantly different (P<0.05) when Add a note
compared with pharmacotherapy group with ICBT and CBT groups. After the treatment, the sleep
latency, anxiety and depression levels were lower in ICBT and CBT groups than those in
pharmacotherapy group, and the difference was statistically significant (P<0.05). In addition, no
significant difference (P=0.05) was found in sleep parameters and anxiety level between ICBT group
and CBT group. Conclusion ICBT may display a slower effect on improving speed in falling asleep than

the pharmacotherapy does, but the efficacy of ICBT is better than that of pharmacotherapy after
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Accuracy

Info specialist and

methodologist

True positives False positives
457 58
Cochrane
citizen - -
scientists False negatives True negatives
4 5522

Sensitivity: 99.1% Specificity: 99.0%
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Efficiency

O

Cochrane

N =3635
RCT =872

®54

1 day

76%
reduction

O

Cochrane

N =4913
RCT =831

) «

3days
83%
reduction

O

Cochrane

N=1200
RCT =370

it

@ 4.5 hrs

reduction

9,

Cochrane

N =3424
RCT = 1446

0~

5 days
58%
reduction
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Throughput
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Regutatory Activities

CA Lo Lo ] o

. Home IHTSI
1htsdo e |||ll. MedDRA ‘ Medical Dictionary for

SNOMED CT

Welcome to MedDRA
The Global La_ng-uage of Healthcare In the late 1990s, the International C ont ion of Technical Requi fo
Human Use (ICH) developed MedDRA, a rich and highly specific standardised medical termino
SNOMED CT is the most comprehensive and precise clinical health terminology product in th inf: for madical used by humans... {(more)

The International Health Terminclogy Standards Development Organisation (IHTSDOL.

SNOMED CT has been developed collaboratively to ensure it meets the diverse needs and ex Multilingual Access X Cotina Nederlands English Francals Deutsch Magyar

now accepted as a common global language for health terms

Patients and healthcare professionals benefit from tmproved health records, clinical decistons Discover M BdDRA

il allatis s N e R i, B i 5

(7@ World Health
4 Organization E

Classifications

e |
For i . . k The Anatomical Therapeutic Chemical
w Unified Medical Language System® (UMLS®) Classification System with Defined Daily Doses
- (ATC/DDD)
Purpose/Definition
The ATC/DDD system classifies iherapeutic drugs. The purpese of the ATC/DDD
RXNorm system is to serve as a tool for drug utilization research in order to improve quality of
RxNorm provides normalized names for clinical drugs and links its names to mi drug useo.
including those of First Databank, Micromedex, MediSpan, Gold Standard Drug Classification struchire
between systems not using the same software and vocabulary. In thes ATE classification system, the drugs are divided into diferant groups according
1o ther organ or system on which they act and their chemical, pharmacological and
RxNorm now includes the National Drug File - Reference Terminology (NDF-RT h : ies. Drugs are classified into five different levels. Drug
including mechanism of action, physiologic effect, and therapeutic category. mwx:m {(interrialional and cther levels) cant b presenied for each of

Documentation
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PICO Annotator

@) cexhrane o

PICO Annotator

E Home

memary

Argentina 1985

Allocalion concealment: not stated. Authors
said ..randomly divided into two groups..."

Argentina 1987

Allocalion concealment: not stated. Authors
said 'open randomised study’.

Argentina 1988

Allocation concealment: not stated. Authors
said randomised' divided into 2 equal
groups'.

Australia 1983

Allocation concealment: not stated. Authors
said randomly allocated'.

Australia 1985

Allocation concealment: not stated. Authors
said ‘allocated by series of random numbers’.

Australia 2001

Allocalion concealment: central telephone
randomisation Although authors stafed it was
a placebo-controlled trial, data provided by
authors suggest that they may have used a
patch for the control, but not a matehing
placebo.

Brazil 1985

Allocalion concealment: not stated. Authors
said L..patients were randomly divided inio

S

80 women with SBP >/= 180 mmHg and/or DBP >/= 100
mmHg x 2, 24 hr apart, with or without proteinuria at trial
entry.

Excluded: > 1 drug to control BP, or contraindication for
beta blockers.

20 women with SBP > 158 mmHg and/or DBP > 98 mmHg
x 2, 24 hr apart, +/ proteinuria.

Excluded: > 1 drug to control BF, or hypertensive
emergency.

38 women > 14 weeks' gestation with BP >/= 140/80
mmHg and </= 170/110 mmHg.

28 women in antenatal clinics with mild-moderate PIH (BP
>/= 140/90 mmHg x 2 at least 24 hr apart).
Excluded: impaired renal function.

183 women with singleton pregnancy and mild
hypertension (DBP >/= 90 mmHg x 2, 24 hr apart, or DBP
== 85 mmHg x 2, 12 hr apart, or DBP >/= 100 mmHg x 2,
8 hr apart).

18 women with gestational hypertension, defined as "de
novo" hypertension after 20 weeks' gestation of > 140
and/or 80 mmHg on 2 readings, 6 hr apart; or a rise in
systolic pressure of > 25 mmHg or a diastolic of 15 mmHg
from a BP pre-pregnancy or in the first trimester.

100 women with chronic hypertension diagnosed before
20th week, BP =/= 140/80 mmHg x 2, 5 min apart. With no
proteinuria and no contraindication to beta blockers.

Exp: atenolol 50-250 mg/day.
Control: methyldopa 750-2000
mg/day.

Exp: ketanserin 20-80 mg/day.
Control: methyldopa 500-2000
mg/day.

Exp: mepindolol, increasing
weekly doses, from 5-10 mg/day.
Control: methyldopa, increasing
weekly doses from 500-2000
mg/day.

Exp: propranolol 30-160 mg/day.
Control: methyldopa 500-1000
mg/day.

Exp: oxprenolol 40-320 mg x
2/day.

Control: methyldopa 250 mg x
2/day-1000 mg x 3/day.

If blood pressure not controlled,
hydralazine in both groups.

Exp: transdermal glyceryl trinitrate
patches 10 mg.

Control: patch for the control, but
not a matching placebo.

Exp: pindolol 10-30 mg/day.
Control: no treatment.

CD002252

‘Women: BP {mean).
Babies: gestational age, binthweight, Apgar score,
stillbirth, neonatal deaths.

‘Women: none reported.
Babies: stillbirth, neonatal death, birthweight (mean),
gestation at delivery {(mean).

‘Women: additional antihypertensive, caesarean
section, side-effects, maternal complications.
Babies: stillbirth, SGA (undefined).

‘Women: severe hypertension, proteinuria
(undefined), additional antihypertensive, changed
drugs due o side-effects, caesarean section.
Babies: perinatal death, preterm delivery, jaundice,
bradycardia, hypoglycaemia, birthweight (mean).

‘Women: severe hypertension, proteinuria (‘heavy
and increasing requiring delivery'), additional
antihypertensive, induction of labour, caesarean
section,

Babies: stillbirth, neonatal death, admission to
SCBU, days in SCBU, RDS, birthweight. (mean),
Apgar (mean).

‘Women: pre-eclampsia, side-effects.
Babies: not reported.

‘Women: MAF, severe pre-eclampsia, side-effects.
Babies: abortions, fetal deaths, neonatal deaths,
gestational age, birthweight, IUGR, Apgar score,
congenital malformations, hypoglycaemia.

PICO Annotator B % v O

Step 1: Participants

E Female

a

) age range...
@[ | Al ages

fan
Child

Child, Preschool 2-5

Child 6-12 years
Adolescent 13-18
years

©[ | Adult

‘Young Adult 19-24
years
Adult 19-44 years

Middle Aged 45-64
years

f

OR

2] roen 0] =i

a Pregnancy O a
& | Female 5

\d

Q) age range...

Child, Preschool 2-5
vRArs

C
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Exploring content

Flexible search for combinations of Population, Intervention, Outcome

C | @& Secure https://data.cochrane.org/pico-finder/# w Y N # | Y|

G) COChra ne Trusted evidence. [ Search.. ]
= Informed decisions.

PICOfinder petter health.

Population Reviews (1413) | Studies(5261)  Analyses (76) | Show Comparators |

[ 4 condition > ] Prev Next (11-20)
[ © age > ] » CDO061T2 (v5) Home uterine monitoring for detecting preterm labour
[ L sex > ] » €D000509 (v12) Inhaled nitric oxide for respiratory failure in preterm infants

» €D007546 (v3) Interventions for preventing and reducing the use of physical restraints in long-term geriatric care

| (@ Ages 65 to 80 years and over | | A Male and Female | Physical

Intervention / Comparator

> €D000352 (v12) Planned haspital birth versus planned home birth
l -a- classification ) l | # Pregnancy | | © Ages 13 to 64 years | | L Female | Resources and Infrastructure

> l 2 cD002309 (v8) Phosphodiesterase 4 inhibitors for chronic obstructive pulmenary disease
| # Chronic Obstructive Pulmonary Disease | | @ Ages 19 to 80 years and over | | 1 Mmale and Female | Pharmacological

l A procedure

l & materials > l

> CD004393 (v8) Vitamin BE for cognition
| # Elderly | | @ Ages 45 to B0 years and over | | A Mmale and Female | # vitamin BE || W Preventing cognitive impairment

W Slowing the progression of cognitive impairm...

Outcome

( Y 2 cpooss27 (v2) Huperzine A for mild cognitive impairment
‘ ¥ classification ? | | # Mild cognitive impairment | | & Maleand Female | | & Huperzia Serrata Extract

‘ # condition ? | > €D006221 (v4) Dehydroepiandrosterane (DHEA) supplementation for cognitive function in healthy elderly pecple
' ) | # Elderly | | © Ages45to80 years and over | | & Maleand Female | | # Dehydroepiandrosterone Output Measurement | % Cognitive function

¥ Quality of life
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Add PICO

Short names are used for the table and mobile to keep

layout less cluttered
Population &

People with dementia

Short name
Dementia

Home  Settinos Feed Home Settinas Feed

o Codes are used for user search, finding Systematic reviews and for decision support

Intervention |7

Memantin

Short name

Memantin

Comparator |7

No extra treatment, usual care except

memantin

Short name

Usual care

Cognition (MMSE)
development

Mortality

(=TT

IcD-10 = Add start of term to search code Add)
ICD-10 Dementia in Alzheimer's disease ~ FOO 0 B
SNOMED-CT Dementia 52448006 0 B8
MeSH Dementia D003704 o x|
MeSH o Add start of term to search code Add
MeSH Memantine D008559 0 x|
ATC Memantin NOsD X01 o x|
MeSH = Add start of term to search code Add
i
MeSH Placebos D010919 on 3
i

Independent living

C=T - R 1 e (=T -0 - -1 =)
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Develop recommendations

Children 1 month to 2 years old receiving antibiotics for an infection.

Strong recommendation [JKZJ
Benefits clearly outweigh the drawbacks/harms.

We recommend adjunctive probiotics rather than no probiotics.

Research evidence Key info Rationale Practical info

Population

Children 1 month to 2 years old

Evidence profile Summary References
Qutcome Study results and measurements
Timeframe
Relative risk 0.46
AAD <2 years ( Cl 95% 0.35 - 0.61)

Based on data from 3888 patients in 22

studies
Follow up: 1-12 weeks.

VIEW LESS DETAILS A

Adaptation Decision Aids Feedback (0)

Intervention

view  Adjunctive probiotic therapy

Absolute effect estimates

No probiotics Probiotics
180 83
per 1000 per 1000

Difference: 97 fewer per 1000
{ Cl1 85% 117 fewer - 70 fewer )

Comparator

No probiotic therapy

Certainty in effect estimates

Summa
(Quality of evidence) i
©
Moderate Prabiotics appear to decrease
Due to serious inconsistency. the incidence of AAD.
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Decision support

o v [B0eme ] [

)
{ Avand {03

| Link met pathalogie

Na [16u Voo |Tid [Na [Slaar

R , .o - A
‘enterol Chronische therapie i Yan ‘20!09/2015 j:l
\P T \ |Hoe'|V00|schriIt v @ Onthijt Midd
ioduktnaam A -
L Enteral [c] 250mg 20 poeder voor arale suspensie } nuch\ ot ‘ i |Na | i |V00r ‘ 1L
|| Enterol [c) 250mg 10 capsules beer |
< Enteral [c] 250mg 20 capsules
e e = I Enteral [<) 250mg 50 capsules
Transacties T Enteral [c] 250mg 10 poeder woor arale suspensie ]
e Link met pathologie
2 4 Fitter: volledig dossier < v |
D atumm ¥an vaor.. | Transactie na... | Medische sp.. | Verantwoorde gunleml [c) 250mg Prijs = 16.%
Medsch dossiergeceels paedsr vaol orale suspensie 7 RVKS - }g§ Palient info Persoanlike
B 26/047206 medische basisin Dr. Jo Borem Te'uqb; ‘
—‘a 1/12¢2015  1aadpleging &lgemene genee D Mieke Yer " =
FRAN22005 vaadpleging  algemene genee D Mieke Ve © Geneesmiddelin qoedhope categoie  prijs = 085 78 Huidig voorschiit @&anwaag Hoofdstuk IV
i 41212015 gespecialiseeid ¢ diversen Toekn Jaan | [Produktnaam [ Pris pe| A — Parameters
—‘a 11017206 1aadpleging &lgemene genee D Mieke Yer [20/03/2018) [2/2 [” Gegeven geneesmiddel
170172016 gespecialiseerd ¢ diversen De Bogck Ch ‘ \H0|Voolschrilt [” Toegestane herhalingen
/01726 raadpleging &lgemene genee D Mieke Yer [~ Voargeschreven door specialist
802726 raadpleging &lgemene genee Dr. Jo Boremd ] [ teeds voorgeschiewen genessi
B/03/2016 1aadpleging  algemene genee Dr JoBoremd | € > [ Vaarschitt op stofnaam

&lgemene genee Dr. Jo Boremd
100442006 raadpleging  dlgemens genes O JoBoremd () Allergieén en reacties | § 3 X
2/04/2E raadpleging &lgemene genee Dr. Jo Boremd
2/04/2M6  gespecialiseerd ¢ klinische biologie LABO MCH, B
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/044206 gespecialiseerd ¢ standaardeonsull Lombaets Rit
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i
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i
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Decision aids

Among a 1000 patients like you, with steroids

Need of mechanical Acute respiratory distress
ventilation syndrome

© 50 fewer © 62 fewer
during hospital stay at 30 days
No treatment With steroids No treatment With steroids
91 41 81 19
per 1000 per 1000 per 1000 per 1000
Certainty Certainty
®OO0 ®O00

MODERATE MODERATE
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CENTER FOR GLOBAL CLINICAL RESEARCH DATA

A global clinical trial

data sharing platform

Purpose-driven data sharing to enhance scientific discovery & public trust




€ Centralised search service
Routine searches for specialised registers
Individual searches for reviews

W\

C) Cochrane =S¢\

Evidence Pipeline

Finding and classifying relevant
research through human and
machine effort

EVIDENCE PIPELINE
COCHRANE
CROWD MACHINE
LEARNING

1L
4

DATA
STRUCTURES

r—

-l_— ! Services
and

-) — .) (%) _— .) Applications

Cochrane Register of Studies
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Policy Forum

Living Systematic Reviews: An Emerging Opportunity to
Narrow the Evidence-Practice Gap

Julian H. Elliott"**, Tari Turner®?, Ornella Clavisi®, James Thomas®, Julian P. T. Higgins®”’,
Chris Mavergames®, Russell L. Gruen®®

1 Department of Infectious Diseases, Alfred Hospital and Monash University, Melbourne, Australia, 2 School of Public Health and Preventive Medicine, Monash University,
Melbourne, Australia, 3 World Vision Australia, Melbourne, Australia, 4 National Trauma Research Institute, Alfred Hospital, Melbourne, Australia, 5 EPPI-Centre, Institute of
Education, University of London, London, England, 6 School of Social and Community Medicine, University of Bristol, Bristol, England, 7 Centre for Reviews and
Dissemination, University of York, York, England, 8 Informatics and Knowledge Management Department, The Cochrane Collaboration, Freiburg, Germany, 9 Department

of Surgery, Monash University, Melbourne, Australia

The Bridge from Evidence to
Practice

Health research promises societal ben-
efit by making better health possible.
However, there has always been a gap
between research findings (what is known)
and health care practice (what 1s done),
described as the “evidence-practice” or
“know-do” gap [1]. The reasons for this
gap are complex [2], but it is clear that
synthesising the complex, incomplete, and
at times conflicting findings of biomedical
research into forms that can readily inform
health decision making is an essential
component of the bridge from “knowing”
to “doing.”

Systematic reviews (SRs) and meta-
analyses have provided incalculable bene-

3t f~r hitrman health by comntribiifitnoe +a the

Summary

The current difficulties in keeping systematic reviews up to date leads to
considerable inaccuracy, hampering the translation of knowledge into action.

Incremental advances in conventional review updating are unlikely to lead to
substantial improvements in review currency. A new approach is needed.

We propose living systematic review as a contribution to evidence synthesis
that combines currency with rigour to enhance the accuracy and utility of
health evidence.

Living systematic reviews are high quality, up-to-date online summaries of
health research, updated as new research becomes available, and enabled by
improved production efficiency and adherence to the norms of scholarly
communication.

Together with innovations in primary research reporting and the creation and
use of evidence in health systems, living systematic review contributes to an
emerging evidence ecosystem.
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g \ Oxford Database of Perinatal
Trial? will be published by Oxford University Press in electronic
form, Besides registers of published* and unpublished trials and
trials in progress or planned, the data base will include a library of
trial overviews which will be updated when new data become

avatlable,
Oxford Database of Perinatal Trials,

Nattonal Perinatal Eprdemiology Unit,

Radchffe Infirmary,
Oxford 0X2 6HE TAIN CHALMERS

Chalmers | (1986) Electronic publications for updating controlled trial reviews. Lancet 328: 287.
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Living Systematic Review

‘A systematic review that is continually updated,
incorporating new evidence as it becomes
available.”

< % Key elements:

¥ O
\@ Z e “Systematic review”
) e “Continually”
 “Updated”

* “Incorporating new evidence”
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Key implications

Production Work processes

Team management

Methods

Publication Publication format

Search strategy maintained and fed
continually into workflow

Coordinated and ongoing effort

Pre-specified approach to search,
meta-analysis and updating

Persistent, dynamic, online-only
publication



Cochrane Database of Systematic Reviews

Interventions for increasing fruit and vegetable consumption in
children aged five years and under

I Review . Intervention

Rebecca K Hodder £, Fiona G Stacey, Kate M O'Brien, Rebecca | Wyse, Tara Clinton-McHarg, Flora Tzelepis,
Erica L James, Kate M Bartlem, Nicole K Nathan, Rachel Sutherland, Emma Robson, Sze Lin Yoong,

Luke Wolfenden

First published: 24 January 2018

Editorial Group: Cochrane Heart Group

DOI: 10.1002/14651858.CD008552.pub4  View/save citation

Cited by (CrossRef): 0O articles €2 Check for updates

L&n) 85
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Living Evidence

BROWSE ABOUT THIS COLLECTION HOW TO PUBLISHv ABOUT F1000RESEARCH v 4 SUBMIT TO THIS COLLECTION

Articles
FILTERS 1-3 of 3 ARTICLES
FEATURED ARTICLE
RESEARCH ARTICLE 1ll metrics AWAITING PEER REVIEW

Towards a new model for producing evidence-based guidelines: a
qualitative study of current approaches and opportunities for
innovation among Australian guideline developers [version 1; peer
review: awaiting peer review]

Steve McDonald, Julian H. Elliott, Sally Green, Tari Turner

i#h PEER REVIEWERS Invited

FUNDERS Cochrane | National Health and Medical Research Council
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Living Guideline

“A guideline in which individual recommendations are
updated as soon as relevant new evidence becomes

available.”

¥
L i / Key ele.mer.its:
2 e “Guideline”
* “Individual recommendations”
 “Updated”
 “Relevant new evidence”
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When to update the guidelines?
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When to update the guidelines?

—%

Publication
of the
guidelines
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When to update the guidelines?

-

Publication
of the
guidelines
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Strokev’
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Living Stroke y
Clinical Guidelines
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CONSORTIUM
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AUSTRALIAN
LIVING EVIDENCE ABOUT US OUR MEMBERS CONNECT

CONSORTIUM

1. Products and Processes 2. Platforms and Precision

* adopts a continuous workflow for near * harnesses software platforms, machine
real-time updating whenever new research learning and crowd-sourcing to reduce
warrants a change in practice or policy unit costs of evidence production

* enables living evidence ‘products’, * develops methods for using individual-
including living guidelines, living policy level data to deliver and monitor
briefs and living health technology personalised guidance in learning
assessments healthcare systems

3. Partnerships and People

* engages consumers, clinicians,
policymakers and international partners
in evidence co-production

* builds a critical mass of organisational

and professional capability to deliver
reliable, accessible, up-to-date evidence
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The Living Evidence Network

200+ members

* Researchers, guideline developers, professional
medical associations, HTA developers

e Cochrane and non-Cochrane
* Considerable expertise and interest within the Network
* Resources, meetings, webinars, pilots

* cochrane.org/lsr



Research must be actively

pursued and developed and
as fast as new knowledge is
acquired it must be applied

Commonwealth Minister for Health
William (Billy) Hughes, 1936
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Living Evidence Network interest group leads
Elie Akl, John Hilton, Harriet Maclehose, Steve McDonald, Joerg Meerpohl, Georgia Salanti, lan
Shemilt, Mark Simmonds, Anneliese Synnot, James Thomas, Tari Turner

Living Evidence Network members

Andreas Charidimou, Thomas Agoritsas, Anneliese Arno, Linn Brandt, Alexandra
Brazinova, Chris Champion, Jackie Chandler, Rachel Churchill, Maryse Cnossen, Emma
Donoghue, Julian Elliott, Sarah Elliott, Itziar Etxeandia, Ruth Foxlee, Paul Garner, Martha
Gerrity, Paul Glasziou, Sally Green, Kurinchi Gurusamy, Lisa Hartling, Jill Hayden, Julian
Higgins, Sophie Hill, Lara Kahale, Stephanie Kolakowsky-Hayner, Toby Lasserson, Stefan
Leucht, Nicola Low, Andrew Maas, Malcolm Macleod, lan Marshall, Rachel Marshall, Laura
Martinez Garcia, Chris Mavergames, Jo McKenzie, Stefania Mondello, Richard Morley,
Marcus Munafo, Melissa Murano, Robby Nieuwlaat, Adriani Nikolakopoulou, Anna Noel-
Storr, Annette O’Connor, Matt Page, Charlotte Pestridge, Robert Plovnick, Gail Quinn,
Gabriel Rada, Philippe Ravaud, Rebecca Ryan, Holger Schunemann, Karla Soares-Weiser,
Velandai Srikanth, Mark Taylor, Kris Thayer, David Tovey, Roger Tritton, Guy Tsafnat, Gert
van Valkenhoef, Per Vandvik, Bryon Wallace, Chris Watts, Wojtek Wiercioch
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Project Transform

Project Executive

Chris Champion, Julian Elliott (Co-Lead), James Thomas (Co-Lead), Sally
Green, Chris Mavergames, Steve McDonald, Anna Noel-Storr, David Tovey,
Tari Turner

Research Committee
Mike Clarke, Julian Elliott, Paul Glasziou, Sally Green, Chris Mavergames,
Steve McDonald, Anna Noel-Storr, James Thomas, David Tovey, Tari Turner

Project Team

Clive Adams, Lorne Becker, Linn Brandt, Rachel Churchill, Agustin Ciapponi,
Gordon Dooley, Ruth Foxlee, Demian Glujovsky, Toby Lasserson, Geraldine
Macdonald, Sue Marcus, Rupert McShane, Melissa Murano, Charlotte
Pestridge, Daniel Perez Rada, Gabriel Rada, Jacob Riis, lan Shemilt, Emily
Steele, Anneliese Synnot, Chris Watts, Karla Soares-Weiser, and IKMD
developers.

Project Component Co-Leads

Evidence Pipeline: James Thomas, Steve McDonald
Cochrane Crowd: Anna Noel-Storr, Chris Mavergames

Task Exchange: Chris Mavergames, Julian Elliott, Tari Turner
Production Models: David Tovey, Julian Elliott, Tari Turner
Australian Guidelines: Tari Turner, Steve McDonald

Machine Reading: Paul Glasziou, Elaine Beller

Project Transform is funded through the Cochrane Game Changer initiative (2015-2017) and a

C) Cochrane

National Health and
Medical Research Council

L

Robert Wood Johnson
Foundation

BILL &
MELINDA
GATES

foundation

W

wellcome

Microsoft

Research

National Health and Medical Research Council of Australia Partnership Project grant (2016-2018 /APP1114605).
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